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INTRODUCTION 


1. In 1992, the Office of Inspector General (OIG), Inspections Staff, 
conducted an inspection of the Office of Research and Development 
(ORD). Part of that inspection involved a compliance questionnaire 
that, in part, assessed Agency-conducted Or sponsored human subject 
research and the documentation of that research. Further inquiry 
produced a report from an employee who stated that in one instance, 
although the Agency Human Subjects Research Panel (HSRP) had 
approved a research project, there was no record of the requisite Deputy 
Director of Central Intelligence (DDCI) approval for the project, and the 
contractor had used its own personnel to test the deliverable product. 
Initial investigation determined that the irregularity in the Agency's _ 
procedures regarding this project was not particularly egregious. 

However, the review of procedural compliance was expanded to 
determine whether all Agency research for the period January 1, 1988 


Yep 


* through December 31, 1993, that has utilized human subjects has been . , 


conducted in adherence to Beda segulibone that govern human 
subject research. 
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BACKGROUND 


2. The use of human subjects in formal research is neither new nor 
unique. -Historically, scientific experimenters or their assistants 
sometimes have served as research subjects. More commonly, research 
has involved volunteer or paid subjects. Research subjects have been 
more or less knowledgeable of the risks associated with their 
participatiorvin research. In some instances, subjects were utilized from 


the populations of Federal, state, or Epes institutions with or without 
the subjects’ PESE. 


3. With the rise of sophistication i in research and the development 
of professional societies, ethics codes were produced that established 
‘procedures for the conduct of research with human‘subjects. Soon after 
World War II, in response to clearly unethical and inhumane wartime’ 
experimentation, the Nuremberg Code was developed. This Code was 
seminal to current standards for research with human subjects and 


. established that 


+ voluntary, knowledgeable consent of human subjects is 
essential 


« research must have a favorable risk/benefit ratio and must 
minimize risk and harm to subjects; 


e qualified investigators should use appropriate research 
designs; and, 


¢ research subjects must have the right to withdrew from the 
research at any time. 


Over the years various world bodies have confirmed and refined these 
protections for human research subjects. 


A LQCOUCGOGEI CIC subj 


4. In 1974, "The National Research Act" (Public Law 93-348) 
established the "National Commission for the Protection of Human 


Subjects of Biomedical and Behavioral Research." This Commission met 
from 1974-78 and SS the Belmont 1m "Ethical Principles and 
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Guidelines for the Protection of Human Subjects of Research." In 1981, 
in response to this report, the Department of Health and Human . 
Services (HHS) and the Food and Drug Administration (FDA) revised 


their regulations regarding research with human subjects-45 CER. 
Part 46. 


5. In 1978, another Act of Congress (Public Law 95-622) 7: 
established the "President's Commission for the Study of Ethical 
Problems in Medicine and Biomedical and Behavioral Research." 

Dr. Bernard Malloy, Office of Medical Services (OMS), was the Agency's 
. representative on the Commission and the CIA was named as a 
statutory liaison agency to the Commission. The Commission suggested 
that HHS guidelines be used as a model for other Federal agencies and 
- departments that sponsored human subject research. The consequent 
June 18, 1991, revision of 45 C.F.R. Part 46, the "Federal Policy for the 
Protection of Human Subjects,“ became the “common rule" and was 


adopted by most Federal agencies that were involved in or supported 
human subject research. 


6. More recently, in a February 17, 1994, memorandum, President E 
Clinton confirmed strong U.S. Government support for a rigorous and 
formalized system to guide human subject research. The President 
Stressed that agencies and departments should strictly enforce the 
regulations to ensure compliance with Federal policy. 


7. 45 C.E.R. Part 46 codifies governmental polices regarding 
human subject research and applies to the CIA as well as to other 
Federal departments and agencies. In 1977, the DDCI issued a 
memorandum that specified guidelines based upon 45 C.F.R. Part 46 for 
Agency-conducted or-sponsored hiiman subject research . In 1981, the 
Agency established in HR 7-1 the HSRP. The Panel is chaired by an 
OMS physician who is appointed by the Deputy Director for 
Administration (DDA) and is directly accountable to the DCL The d 
HSRP members are appointed by the directorate head of each Human 
Resources Staff (or its equivalent), and a non-voting Office of General 
Counsel (OGC) lawyer is appointed byChief /OGC/ Administrative 
Law Division. the current C/HSRP, states 


that the criteria for Panel membership are: (1) the ability to examine a 


~ 


SE 


M 


problem and think it through, (2) good judgment, and (3) honesty and 
integrity. i 


8. In regard to educating Panel members, makes 


- available a reading packet that contains a short hory of human subj 


protection, the Belmont Report, 45 C-E.R Part 46, HR 7-1, and a copy ofa 
checklist that is used to evaluate proposals. is also available 
to answer any questions Panel members might have. The Panel meets 
irregularly, depending on need. - Its function is to protect human 
subjects by ensuring that Agency-conducted or sponsored research is in 
compliance with law and regulations. At the working level, the-Panel's 
Chairperson maintains close liaison with the Federal "Office for : 
Protection from Research Risks" (OPRR), and the Panel's procedures are 


_ .guided-by the publication, Protecting Human Research Subjects— 


Institutional Review Board Guidebook, HHS, National Institute of 
Health, 1993. 


- 


9. HSRP Approval Process: The Agency procedure for obtaining 
approval to conduct or sponsor research with human subjects involves a 
number of steps. First, an initiator of a research idea (usually an ORD 
Contracting Technical Representative [COTR]) must submit a research 
proposal to.component management for approval. Component 
management must then approve, modify, or reject the proposal based 
on considerations of need, feasibility, research design, moneys available, 


and ethical considerations. 


10. If a contractor is involved, the research proposal inust also be 
reviewed and approved by the commercial or academic establishment's 
Institutional Review Board (IRB). If the contractor is an individual 
researcher without access to an IRB7he or she must create an IRB 
according to HHS guidelines. HHS maintains a list of approved IRBs 
that have met HHS requirements regarding empowerment, 
composition, and functioning. A contractor's proposal must: 

(1) describe its IRB; (2) provide a written "assurance" that HHS 
procedures will be followed; (3) describe the experimental procedures; — - 
(4) supply a copy of the informed consent form; and, (5) certify that the... 


-— 


_ IRB has approved the project. For research conducted within the 


Agency, the HSRP currently serves as the IRB. 
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11. Second, the proposal must be submitted to the HSRP for 
approval. The COTR usually attends the Panel session to act as an 
information tesource regarding the research proposal. tated 
that COTRs who have appeared before the Panel seemed educated in 

- the issue of the protection of human subjects. He believes that these 


COTRs probably received exposure to the topic in the course of their 
technical training. 


12. The C/HSRP serves as the primary member who possesses 
scientific expertise. If additional expertise is needed, the Panel is free to 
consult with external experts. Frequently, the Panel has requested that a 
COTR notify an IRB to modify a proposal to-ensure consistency with i 
applicable regulations and law and to maximize human subject | 
_ protection. Projects must receive HSRP unanimous approval and are 


. then forwarded for concurrence to the General Counsel; DDA; Deputy 


Director of Science and Technology (DDS&T); and, ultimately, to the 
DDCL A proposal is not approved until it has the DDCTS signature. 


13. Once the DDCI has approved a proposal, formal human 
. subject research may commence. Typically, the contracting staff works 
with COTRs during the.earlier stages of proposals and thus is prepared 
to complete the contract as the last step before research efforts can 
begin. This said, it is not unusual for a contract to be signed before all 
the post-HSRP approval signatures have been obtained for a proposal. 
In such cases, a contract clause would be included that states that the 


DDCI's approval must be obtained before the researcher may use 
human subjects in the research effort. 


PROCEDURES AND RESOURCES ` 


14. This investigation involved a review of all Agency-conducted 
cr sponsored human subjects research, as defined by Federal E 
regulations, for the period January 1, 1988 through December 31, 1993. 
To ensure that ali relevant research was included in the investigation, 
HSRP files were reviewed and all likely offices that conduct such : 
. research were queried. ORD, Office of Security (OS), Office of Technical 
Service (OTS), OMS, Office of Training and Education (OTE), and 
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National Photographic Interpretation Center (NPIC) were queried 
regarding their use of human subjects in research. Numerous Agency 
employees were interviewed, including: 


* Six ORD officers and the ORD Director; 
* four OTS officers; 

+ two OS TUNE 

* is OGC advisors to the HSRP; 


* eight HSRP members, including the C/HSRP who initiated 
the HSRP and the current C/HSRP; and 


. + Michael Warner (DCI/History Staff). 


" Additionally, inquiries by phone or inemoranda were completed with 


OTS) MEN OTE), 
(ORD OO ONE (NICO). Pertinent Federal 
and Agency regulations, various contracts and research proposals, the 
$ November 1992 OIG Inspection Report of ORD, and the HHS 
publication Protecting Human Research Subjects were reviewed. The 
investigator also attended a two day Federal government seminar that 


focused on the protection of human subjects in Federally sponsored 
research. 


E 


. 15. Once data were collected, summary sheets were constructed to 
record the data for each Agency research effori. A total of 12 Agency 
human subject research efforts were identified as meeung the 45 C.F.R. 
Part 46 criteria, i.e., studies that reqúired reférral to the HSRP (note 
Exhibit A). Although most of the information necessary to evaluate 
each study was available, there were instances where certain 
information pertaining to a study was incomplete, unrecorded or lost. 


Additionally, perhaps due to prior file reviews, HSRP records lacked 
organization. 
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QUESTIONS PRESENTED 
16. The investigation addressed the following questions: 


+ Is the HSRP's composition in accord with Agency 
and Federal regulations? 
+ Per regulations, were all Agency human subject 
^. research projects referred to the HSRP? 


« Did the HSRP process review proposals efficiently 
e and in accord with Federal and Agency regulations? 


e After research proposals were approved by the 
HSRP, were the necessary concurrence signatures 
obtained in areasonable-ime? ~ 


+ Were human subjects used in research without final 
DDCLapproval? 


* Were human subjects aware they were participating in 
Agency-sponsored research? 


* Were human subjects required to sign informed consent 
forms? 


+ Did COTRs review the signed consent forms completed by 
contractors? 


+ Were the research procédures of contractors careftilly | 
monitored by COTRs? 


+ Did the HSRP monitor/review research projects atleast ^ 


annually? 


+ Were subjects exposed to research conditions or handled in - 


ways that violated regulations? 
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FINDINGS 


Is THE HSRP's COMPOSITION IN ACCORD WITH AGENCY AND FEDERAL ` 
REGULATIONS? — 


17. The HSRP is an administrative body whose responsibility is to 
protect the rights and welfare of human research subjects who ~ 
participate in Agency conducted or sponsored research. HR 7-1a(6)(c) 
states: “The HSRP shall be composed of such employees of the CIA and 
other experts or consultants as the DCI deems appropriate. A 
representative of OGC shall attend all meetings of the HSRP and shall 


provide legal guidance to the panel.” Since the HSRP's inception, it has | 


been chaired by an OMS physician who is directly accountable to the 
chairs the Panel. Based on 
interviews of HSRP members arid age is viewed as 
competent, dedicated, helpful, and fair. Dr attends an HHS 
Steering Committee meeting a number of times each year to ensure that 


the HSRP is in compliance regarding the ethical and legal use of human 
subjects. ` 


18. During the 1988-93 period reviewed in this investigation, the 
Panel was comprised of officers of varied backgrounds with 
representation from the various directorates. An OGC representative 
attended all Panel meetings as a non-voting advisor. The "range" of 
attendance at HSRP meetings was three to six attendees, while the 
"mode" was four officers in attendance. A quorum is comprised of three 
voting members. indicated that no proposal is passed, 
however, without the total complement of the HSRP voting 
unanimously. Minorities and women were on the roster as Panel 
members, but there were Panel meétings where neither minority nor 
female representatives were present. Currently, there is no female or 
minority representation on the Panel. At times, members participated in 
only a few meetings because of members’ career movements or because 
there was minimal need for meetings during a member's tenure. 


19. Since the Agency's HSRP, on rare occasions, acts as an IRB for - 
- internally conducted research, the 45 C.F.R. Part 46 rules for 


composition of an IRB are also pertinent. According to the C.F.R., the 
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-chairperson of an IRB should be a respected, fair, impartial individual 
who is "immune from pressure" by the institution, the researcher, or 
other sources. Regarding other Board members, the IRB should be 

comprised of five members with varying backgrounds who are 
sufficiently qualified by experience and expertise to serve. Gender, 
racial and cultural diversity should be a consideration in staffing the 
IRB. The IRB may not consist entirely of members of one profession or 
one gender. At least one member's primary expertise must be in a 
scientific area and there should be at least one member whose primary 
concerns are nonscientific. One non-affiliated member who is not a 


family relation of an institution employee should be drawn from the 
local community-atlarge. — í 


. PER REGULATIONS; WERE ALL AGENCY HUMAN SUBJECT RESEARCH 
PROJECIS REFERRED TO THE HSRP? 

20. 45 C.F.R. 46.101 describes all research that is governed by the 
regulation and which must be approved by the Agency's HSRP. The 
regulation states that it applies to Federally-conducted or sponsored 
human subject research, both within and outside the United States and 
defines human subject research as: "[A] systematic investigation, 
including research development, testing and evaluation designed to 
develop or contribute to generalized knowledge." Regarding potential 
risks to subjects, the regulation defines "minimal risk” as: "(The] 
probability and magnitude of harm or discomfort anticipated in the 
research are not greater in and of themselves than those ordinarily 
encountered: in daily life or during the performance of rou 


tine physical 
Or psychological examinations or tests." : 


us 


21. Research that is exempt ffm regulation includes: 


+ research conducted in educational settings that 
involves normal educational practices (such as 
instruction strategies, classroom management 
techniques, etc.); 


t x 
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e research that involves educational tests, survey 
procedures, interviews, or observation of public 
behavior, unless human subjects can be identified as 
a result of the research procedures or if disclosure of 
subject responses could place the subject at risk of 
criminal or civil liability, or damage to the subject's 

| Status; and, - er 


. @ research that involves the collection/study of - 
existing data, records, or specimens (assuming the 
subject's identity is protected). soo 
- 22. / HSRP, provided a straightforward description 
of the type of r&bearch that must be approved by the HSRP. In effect, all 
Agency research that utilizes human subjects must be referred to the 
s HSRP it ; - 


e 


+ the research involves departures from standard 
medical practice; 


+ the research involves a significant environmental 
manipulation to which subjects are exposed; or 


+ the research procedure involves risk to the subject. 
Research that involves harmless, standard practices or uses 
devices or products in proven harmless ways is generally 
exempt from the need for HSRP approval. Likewise, 
research that involves paper and pencil psychological tests, 
forms, or surveys is generally considered exempt. 
2 | NES 
23. Some types of exempted research include research on samples 
of preexisting materials (e.g. blood, urine); non-invasive and routine 
physical exam procedures (e.g. lung capacity and hearing tes ©); standard 
polygraph procedures; and reviews of records where the data cannot be 


E 


linked to specific subjects. The exempt status of a project is determined . 


. by C/HSRP or th 's review of a proposal's stated research 
techniques. 2 indicated that when a COTR is uncertain 
regarding the appropriateness of an HSRP referral, he or she is 


an 


014 


encouraged to discuss the project 
submit the proposal. 
inquiries each year regar 
to the HSRP. 


with the Chairperson or to simply 
estimated that he receives six to ten 
ng whether or not to refer proposed research 


24. Based on HSRP records, direct inquires of ORD, OS, OTS, 
OTE, and NPIC, and discussions with Agency officers who have been . 
involved in human subject research, 12 research proposals were 
identified that had been approved by the HSRP (note Exhibit A) during 
the 1988-93 time frame. Nine other research projects were reviewed in 
he course of this investigation but were not included in the analysis 
"because these research efforts did not involve human subject research 
that was subject to regulation (note Exhibit B). In most of these cases, 
the C/HSRP had indicated that the research in question was exempt 
from the need for HSRP approval. The completeness of reporting of 
research projects for the period in question was-validated by asking 
certain interviewees to recall all the Agency research of which they were 
aware that utilized human subjects. Since the Agency community that 
uses human subjects in research is relatively small, there was 


considerable overlap in interviewee knowledge of Agency human 
subject research. 


25. Based on the data available, all Agency-conducted or . 
sponsored subject human research that is subject to regulation was 
referred to the HSRP. As mentioned previously, data indicate that the 
human subject research projects submitted for HSRP approval for the 
period of investigation were relatively few in number. This reflects the 
current limited scope of Agency sponsorship of human subject research. 
Dip THE HSRP PROCESS REVIEW PROPOSALS EFFICIENTLY AND IN ACCORD 
WITH FEDERAL AND AGENCY REGULATIONS? | 

26. A review of the research proposals submitted to the HSRP 
indicated that each proposal was brought before the Panel at its next 
scheduled meeting or as soon as a meeting could be arranged. If the 
proposals were acceptable with only minor changes, approval was 
rapid. On the other hand, many proposals required more information, 
either from the COTR or the contractor, or required a significant change 
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in the proposal that necessitated rethinking and rewriting the proposal 
Based: an the data available, the "mean" time between when a proposal 
was submitted and the time of HSRP approval was 118 days. The 
"range" of this data was 30-362 days (note Exhibit C). Although 45 
-CER Part 46 stipulates conditions of “expedited review," the DCI has 
not authorized the C/HSRP to utilize expedited review procedures for 
minor modifications of prior approved proposals. T 


27. A review of HSRP minutes and interviews of HSRP attendees 
indicated that the HSRP followed regulations and showed appropriate 
and considerable concern for the welfare.of human research subjects. 
The HSRP was particularly concerned about the completeness of the 
description of the research proposal, assessment of possible physical 

‘and psychological risks to subjects, the adequacy of informed consent, 
and confidentiality of data. Moreover, the HSRP carefully reviewed the 
qualifications of the researcher, the institution's IRB, and the "written 


, assurance" statement regarding the contractor's pledge to comply with. 


Federal regulations. It should be noted in this context that this 


investigation identified no Agency research that exposed subjects to 
dangerous or unpleasant procedures. 


AFTER RESEARCH PROPOSALS WERE APPROVED BY THE HSRP, WERE THE . 
NECESSARY CONCURRENCE SIGNATURES OBTAINED IN A REASONABLE TIME? 

. 28. Interviews of COTRs indicated that, while most COTRs were 
basically satisfied with the functioning of the HSRP, they were less 
satisfied with the lengthy period required to obtain concurrence 
signatures after the HSRP approval. Based on available data, the mean 
time between HSRP approval and DDCI concurrence was 82 days. The 
range for this data was 18-138 days (hote Exhibit C). 


29. One reason for the relatively long time to obtain the 
concurrence signatures is that the routing sheets travel via standard 
organizational channels and the proposals do not appear to have an 
active expediter. Currently, there is no identifiable person who is 


responsible for astiifditing the process of obtaining concurrence 
signatures. believes COTRs should assume this 
responsibility. x 


dE 4. 


eL esa TT 


e "v 
A m, s 


' Reproduced from the Unclassified / Declassified Holdings of the National Archives- 


= am nna NE 
Sr UII tom Det 


07/31/95 MON 10:55 FAX = 


ag. 


30. Also, since research proposals typically require greater in- 
depth reading than more routine documents, presumably such 
proposals might receive lower priority by those who must concur with 
the proposal. .Untortunately, component and contract personnel 
essentially remain inactive during this waiting period until the proposal 
is signed by the DDCL 


WERE HUMAN SUBJECTS USED IN AGENCY RESEARCH WITHOUT FORMAL 
DDCI APPROVAL? 


- 31. Although the exact dates regarding when subjects were first 
utilized was not available for all the studies, in two instances it is clear 
that a limited number of human subjects were subjected tó the research 

` procedure, prior to, or without, DDCI approval: 


A. In the “Guilty Knowledge Test Bed" research, the contractor, 
Westinghouse Science and Technology Center, used its own employees 
(circa April - June 1991) to test a headset that recorded brainwaves. 
HSRP approval had been obtained on December 17, 1990. However, the 


approval of the DDCI and others was lacking. Westinghouse used 


human subjects with the knowledge of ORD's COTR, ap 
Atthe zu | m the a sa were a miatter of 


form and would be forthcoming. In fact, the routing sheet was lost and 
the required signatures were never obtained. 


B. In the “Eye-Movement Research Project (Deception Detection)" 
research effort, the contractors, George McConkie and Neal Cohen 
(University of Illinois) initiated research with human subjects on 
October 31, 1991. This was after HSRP approval (October 24, 1991), but 
prior to DDC] approval (December 23, 1991). The contractors proceeded 
with the use of human subjects with the knowledge o ho again 
assumed higher level concurrence would be forthcoming. : 


32. In this context, it should be noted that COTRs are provided an 
(undated) Agency document titled "Human Subjects," which, in part, 
. describes the procedure for gaining HSRP approval, as follows: 
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V. When the project is suas by the [HSRP], the Chairman then 
writes a memo and sends it along with the other documents up 
through the management chain ta the Office of the Director. Final 
approval i is not effective until it is signed at that level, although in 
practice, once the [HSRP] has approved the research, it almost never 
fails to be riim at higher levels. 


WERE HUMAN SUBJECIS AWARE THEY WERE PARTICIPATING IN AGENCY 
SPONSORED RESEARCH? — : 


33. Although not stated within As — the HSRP bis 


enforced an Agency policy that requires thathuman subjects be - > 
informed that they are being asked to participate in Agency-conducted 


- or sponsored research. In each of the 12 Agency research efforts that - 


used human subjects, the subjects were informed via the consent sheet 
that they would participate in RANERI POR research. 


WERE HUMAN SUBJECTS REQUIRED TO SIGN INFORMED CONSENT FORMS? 


_ 34. Each proposal approved by the HSRP required subjects to sign 
informed consent forms that described in detail the pertinent aspects of 
participation in the research. According t although 
subjects may not have been given their own copy of the consent form, a 
telephone number or address was available so that subjects could 
address any concern they might have had after their participation. 


Dip COTRS REVIEW THE SIGNED CONSENT FORMS COMPLETED BY 
CONTRACTORS? 


35. It was not standard practice for COTRs to assure that consent 
forms had been collected for all research subjects. In most instances, 
COTRs accepted contractor reports that consent forms had been 
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WERE THE RESEARCH PROCEDURES OF CONTRACTORS CAREFULLY 
MONITORED BY COTRs? 


36.: The data indicates COTRs worked very closely with 
contractors in the areas of obtaining HSRP approval, 
theoretical/instrument issues, finances, progress, and contract - - 
paperwork. Typically, the COTR periodically visited the contractor and 

-the contractor-was required to submit monthly and quarterly progress 

» reports. COTRs were often in telephonic contact with the contractor. 

The degree of such telephonic contact varied with the nature and the 

(^. , phaseoftheresearch, however, COTRs stated that they were frequently 

in telephonic contact with contractors on a weeldy basis. Also, in 
accordance with standard contracting procedures, the contractor was ^" 

- required to complete a final report and other end documents. 


37. Regarding COTR monitoring of the research procedure itself 
and the use of human subjects, there is no specified standard for such 
oversight. At times, COTRs underwent exposure to the experimental 
procedure themselves or viewed the exposure of a limited number of 

E subjects. Atleast one COTR commented to the Investigator that there 

l has to be some degree of trust in the contractor's integrity and that there 
might be some advantage if the contractor is left free and unencumbered 
during the critical phase of testing with human subjects. Typically, the 
actual human participation phase of the research was relatively short, 

| In certain instances this phase lasted only a few days. 


Dm THE HSRP MONITOR/REVIEW RESEARCH PROPOSALS AT LEAST 
ANNUALLY? Nao aR 


38. Ml)» indicated that fhe HSRP does not review 
previously approved research proposals on an annual or any other 
" periodic basis. It should be noted that the majority of research is 
completed within the standard one year contract and the phase during 
which subjects have participated has usually been quite short. 
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WERE SUBJECTS EXPOSED TO RESEARCH CONDITIONS OR HANDLED IN WAYS 
THAT VIOLATED REGULATIONS? - 
39. The investigation produced no evidence that human subjects 
' were handled in violation of regulation or law, were treated 
inappropriately or unethically, or were exposed to dangerous _ 
procedures. Of the 12 research efforts that were reviewed, only three 
involved a degree of risk. In all three of these research efforts; Agency 
subjects were used, the risk was minuscule, and the experimental 
procedures were well monitored. In two of these three cases, hair and 
¿kin dyes produced by a contractor were applied to volunteers. In the 
third instance, volunteers tested a life support system. 


40. According to MY there has never been a subject 
complaint registered with the OPRR regarding Agency-conducted or 
sponsored research. me 3 


CONCLUSIONS 


41. Is the HSRP's composition in accord with Agency and 
Federal regulations? The composition of the HSRP adheres to Agency 
regulations. However, since the HSRP, on rare occasions, acts as an IRB 
for internal research, compliance with 45 C.F.R. Part 46 standards is also 
required. 45 C.F.R. Part 46 requires that the Panel's voting membership 
consist of at least five members; that gender, racial and cultural diversity 
should be a consideration in staffing the IRB; and that it should not 
consist entirely of members of one profession or gender. One-non- 
affiliated representative should be drawn from the outside community. 


42. Per regulations, were all Agency human subject research 
projects referred to the HSRP? For the period considered, January 1, 


1988-December 31, 1993, no evidence was found of failure by Agency 
-personnel to refer regulated human subject research to the HSRP.- 


43. Did the HSRP process review proposals efficiently and in 
accord with Federal and Agency regulations? The HSRP has had 
relatively few proposals to review and it typically has evaluated a 
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proposal soon after it has been received. Proposals that satisfactorily 

met the Panel's requirements obtained expeditious approval by the 
HSRP. Proposals that required major procedural or instrument changes: - 
experienced greater delays in obtaining approval. Overall, the HSRP 
functioned quite efficiently. i 


44. An expedited review procedure for minor changesin ~~ 
previously approved proposals would save effort and expense while 
still safeguarding human subjects. 


e 45. AJl indications are that the HSRP has followed regulatory : 
stipulations and suggested procedures for reviewing proposals. Most. udi 
importantly, the HSRP has shown considerable regard for the welfare of 

“human subjects and the issue of Agency responsibility. 


— 46. After research proposals were approved by the HSRP, were 


. the necessary concurrence signatures obtained in a reasonable time? 


The mean timeto the required concurrence signatures was 
83 days—an inordinately long time that has caused unnecessary delays 
insome research. Currently, there is no employee or component with 


clear responsibility for facilitating and tracking the proposals after HSRP 
approval. 


| 47. Were human subjects used in Agency research without 
formal DDCI approval? Two instances have been identified when 
human subjects were subjected to testing without the DDCT's final 
signature. In both these instances, HSRP approval had been granted 
and the COTR assumed the concurrence signatures would be 
forthcoming. The COTR was aware that final approval had not been 
obtained as required by Agency regülations, but believed that he was 
expediting the research effort by approving commencement of the 
research. This action, of course, risked the implementation of research - 


projects that could have been rejected for any number of reasons by the 
DDCI. l 


Siri 


07/31/98 MON 10:57 FAX | | 


48. Were human subjects aware they were participating in 
Agency sponsored research? Those human subjects who participated in 
Agency-conducted or sponsored research were aware of BEY 
affiliation. 


49. Were human subjects required to sign informed consent 
forms? All contractors and Agency researchers attested that research 
subjects read-and signed the required informed consent forms. 
However, typically, COTRs did not personally review such.consent 
forms-a prudent step in monitoring such research projects. 


50. Were the research procedures of contractors carefully 
monitored by COTRs? In a general sense, the COTRs maintained close | 


: contact with contractors. In some instances the COTRs underwent the 


experimental procedure themselves or viewed human subjects 
undergoing the experimental procedure. Still,-past OPRR experience 
has indicated that some common sources of noncompliance are: 


* unreported protocol changes; 


« misuse/nonuse of the informed consent document; 
and 


¢ failure of the IRB to conduct reviews at intervals 
appropriate to the degree of risk. 


_ 51. Did the HSRP monitor/review research proposals at least 
annually? Since most Agency sponsored human subject research does 


not extend beyond the funding year, proposals have not been reviewed 
on an annual basis. 


tis 


52. Were subjects exposed to research conditions or handled in 
ways that violated reguiations? Based on the research reviewed in this. 
investigation, human subjects who participated in Agency-conducted or 
sponsored research were not exposed to unethical or dangerous 


procedures. The apparent risk level of Agency research was minimal. 
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In fact, most subjects who have participated in Agency sponsored 
research have been protected at four levels—first by the ethical standards 
of the researcher, next by the IRB, then by the Agency's HSRP review, 
and finally by COTR monitoring. - 
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RECOMMENDATIONS 


“4. In an effort to further augment procedures to protect human 
research subjects, the DCI should: require that the Human Subject 
Research Panel's (HSRP) composition follow the pertinent stipulations 
of 45 CER Part 46. Specifically, the HSRP should have at least five 
voting members including a non-affiliated cleared panel member from 
outside the Agency. Also, each HSRP meeting-should include, at a 
minimum, one minority member or a female. | | 


2. One means ofassuring that all research that is subjectto ` 
regulation will be referred to the HSRP, is to require that all research 
that utilizes human subjects be brought to the HSRP's attention. In this 
way, a determination of a proposals "exempt" status will not be left to 
the discretion of the Contracting Technical Representative (COTR) or 
the directorate. Following HSRP's review and decision, the HSRP's 
records should note that a research proposal was approved, 
disapproved, or exempted per 45 C.ER. Part 46. In addition, the 
Chairman/HSRP (C/HSRP) would certify the HSRF's decision in 
writing to the COTR. Headquarters Regulation 7-1 shall be revised 

accordingly. 


. 3. “CA oe two contractors to proceed with 
human subject research after HSRP approval but before DDCI - 
concurrence. llli in retrospect, is aware of his error, and he 


understands the importance of adhering to the full letter of the approval 


process. In accordance with the ADCs expressed preference, the 
Director of Research and Development (D/ORD) should administer 


written warning regarding his failure to follow regulations by 
not obtaining the necessary approvals before authorizing research with 


human subjects. 


4. It is advisable to retain the requirement for concurrence 


signatures after the HSRP has approved a research proposal. However, : | 


the process for obtaining these signatures can be expedited while still 


retaining the necessary safeguards. The HSRP and ORD should agree 
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upon a procedure that allows the COTR to closely track and expedite 
the obtaining of concurrence signatures after HSRP approval. Also, 
following the DCI's concurrence signature on a research proposal, the 
contracting officer should certify in writing to the contractor and the 
COTR that research with human subjects may commence. 


5. As allowed by the provisions of 45 C.F.R Part 46, the DCI 
should authorize the C/HSRP to utilize expedited review procedures in 
those instances where approval is needed for research that involves no 
more than minimal risk and for minor modifications of previously 
approved proposals. 


«-* 6. The HSRP should significantly augment its monitoring 
procedures for research it has approved: 


e + Inasmuch as the research methodology itself is the 


major focus of regulatory concern, a closer and more 
systematic on-site review of the research process is 
advisable. If, in the opinion of the C/HSRP, a 
research project presents minimal risk for human 
subjects, the C/HSRP may authorize the COTR to 
visit the research facility prior to the commencement 
of, or in the early phases of the project, and certify in 
writing to.the HSRP that the research is in 
compliance with HSRP-approved procedures. When 
there is more than minimal risk for human research 
subjects, the C/HSRP will make an on-site visit to the 
researcher's facility and certify in writing that the 
research is in compliance. 
A : in 

+ The COTR should provide HSRP a written statement 
indicating that the COTR has personally reviewed 
the subjects’ signed consent forms. Also, subjects 
should be given a copy of the consent form in the 
event post-research problems develop. 


+ 


The HSRP should retain copies of contract-required 
monthly and quarterly reports from researchers. 
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- + To comply with 45 CFR. Part 46 regarding periodic 


review, the C/HSRP should review annually every 
approved on-going research project that exceeds one 
year in duration. Based on this review, the C/HSRP 
should indicate in the written record that the 
research protocol remains valid as approved by the 
The HSRP record-keeping system needs 

improvement. There should be sufficiency and 

organization in the file record. With a complete 

record system, the critical phases of human subject E 
research progress can be effectively scrutinized for 
compliance. Moreover, retention of complete records 

in HSRP will facilitate external reviews. The HSRP 

should consult with the Office of Information 

Technology to obtain aid in setting up a systematic, 

well documented filing system that will facilitate 

monitoring and review efforts. HSRP files should 

provide a clear audit trail, phase by phase, for the 

relevant human subject portions of each research 

project. Included in the file should be at least: a 

written record of exempted studies; copies of all 

approved proposals (including statements regarding 

the Institutional Review Board's "authorization" and 
assurances); minutes of panel meetings and 

correspondence of the HSRP; researcher progress 

reports, reports of COTR and HSRP on-site visits, 


and confirmation that consent forms were reviewed 
by the COTR. 4 
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7. At periodic intervals, the HSRP chairperson should issue an 
employee bulletin or notice specifying the rationale and function of the 
Panel, and the necessity of referring human subject research to the. - 


. Panel 
CONCUR: 
ed. HE ^f (ze fas 
Frederick P. Hitz ; Date 
Inspector General $ 


